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\NTHE CLAIIV15 

Amend claim 32 as follows: 

32. (Twice Amended) A cosmetic or dermatologlcal formulation comprising: 

a) one or more flavonoids selected from the group consisting of 
alpha-glucosylmyrictrin, alpha-glucosylisoquercitrinin, alpha- 
glucosyiquercitrin, myricetin, rhamnetin, apigenin, 
hesperitin, morin, phloridzln, diosmin, vitexin, neohesperidin 
dihydrochalcone, f lavonOp and genistein; 

b) optionally one or more cinnamlc acid derivatives; and 

c) optionally an antioxidant. 

34. (New) A cosmetic or dermatologlcal formulation comprising: 

a) one or more flavonoids selected from the group consisting of 
alpha-glucosylmyrictrin, alpha-glucosyllsoquercitrinin, alpha- 
glacosylquercitrin. myricetin, rhamnetin, apigenin, 
hesperldini hesperitin, morin. phlorldzin, diosmin, vitexin, 
neohesperidin dlhydrochalcone, flavone, glucosylrutin and 
genistein; 

b) one or more cinnamic acid derivatives; and 

c) one or more antioxidants. 
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gONDITIQNAL PFHTION FOR E)CrENSlON OFTIIVIE 

If any extension of time for this response is required, Applicants request that this be 
considered a petition therefore. Please charge the required fee to Deposit Account No. 14- 
1263, 

ADPmONAL FEES 

Please charge any further insufficiency of fees, or credit any excess to Deposit 
Account No. 14-1263, 

REMARKS 

Entry of the amendment and consideration of the remarl<s is respectfully requested, 

TTie amendment of claim 32 overcomes the anticipation by Suzuld. The 
amendment, does not raise new issues or add new matter. 

New claim 34 Is rejected claim 32, wherein the additional components are not 
recited as optional. New claim 34 Is not anticipated by Suzuki or by Raff. 

It is respectfully su^ested that considering the remarks is appropriate, in view of 
the fact that these remarks indicate that a proper interpretation of Middleton requires that 
the rejections under § 103 be wlthdravm. 

It will be pointed out below with particularity, that Examiner has not properly 
interpreted the teachings of Middleton In general, as weil as the specific portions cited in 
the rejections. 

Claims 19-33 are pending in the application. 

Claims 32-33 are rejected as allegedly being anticipated by US 781 to Suzuki, 

Claims 25-31 are rejected as allegedly being anticipated by US '912 to N'Guyen. 

Claims 19-29 are rejected as allegedly being obvious over US '171 to N'Guyen in 
view of Middleton and Hanison. 

Claims 19-33 are rejected as Examiner believes the claims unpatentable for 
obviousness-type double patenting over claims 1 and 4 of US '373 and claims 1-5 of US 
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'243. Claims 19-33 are provisionally rejected on the same basis in view of Applications 
09/656598 and 09/540007. 

Claims 32-33 are rejected as allegedly being anticipated by US '343 to Raff. 

TTie rejections will be addressed in the sequence they were presented In tlie final 

action. 

In the final action, as well as In the office action of May 22, 2002, Examiner applies 
the article of MIddleton for demonstrating the state of the art. However, Examiner has 
inaccurately interpreted the teachings of Middleton, and in so doing, has not properly 
combined It with N'Guyen and Harrison. 

It is indisputable that the sum total of Middleton's discussion of the effects of 
flavonoids on J^W activity predicts that flavonolds would suppress T-cell function, and 
thBtefore enhance immunosupor&sslon . As such, Middleton's disclosure (pp. 625-628) 
teaches away from (1) the claimed method, and (2) Examiner's interpretation of the 
combined teachings of N'Guyen, Harrison and MIddleton. 

In the ofRce action of May 22, 2002, Examiner correctly, albeit selectively, refers to 
Middleton's teaching that genisteln inhibits T-lymphocyte protein tyrosine kinase activity. 
See office action, page 8. However, Examiner then apparently and Incorrectly concludes 
that such stimulation leads to immunosuppression, while MIddleton concludes the 
opposite. 

Perhaps Examiner believes the reference to T-cells to mean only T suppressor cells. 
This is Incorrect in view of the fact that persons with skill in the art would specify If T 
suppressor cells were being discussed - as did Harrison, page 309-10. Also, in the context 
of the entire section in MIddleton, it is clear that the overwhelmin^y major portion of the 
data presented points toward flavonoids actually augmenting immunosuppression. 

A portion of these data are presented below. 
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> Genistein inhibits the protein kinase, p56»*. thus inhibiting T^:ell stimulation as 
evidenced by reduced interleukin production. Reducing cytokine productiojijs 
known to diminish the immune respons e and, therefore, enhances 
immunosuppression . Page 625, col. 2, 1st paragraph, 

> Genistein was expiicitlv disclosed as hawng imm unosuppressive properties in 
experiments relating to graft rejection reactions. Page 625, col. 2. 2nd paragraph. 
IWiddleton concludes "[tlhe potential use of genlsteinn as an Immunosuppressive 
agent together with cyclosporlne In allograft rejection was suggested." 

> Quercltn inhibits another protein tyrosine kinase found in human plasma. Page 
625f coL 2, 3rd paragraph 

> PI kinase, an enzyme that generates phosphatidyl inositolphosphates as second 
messengers involved in T-cell activation, can be Inhibited by various flavonoids. See 
Page 626, col, 1, 1st paragraph. Inhibiting T-cell activation is very likely to lead to 
Immunosuppression. 

> Protein kinase C, known to be Involved in T-cell activation is inhibited by flavonoids. 
Page 626, col, 1, 2nd paragraph. Inhibiting T-cell activation is very likely to lead to 
Immunosuppression, 

> Middleton discloses that several dovmstream effectors in T-cells may be inhibited by 
flavonoids. Page 626, col. ±, 3rd paragraph. Thus, inhibiting T-cell function 
enhances immunosuppression. 

> Flavonoids blocked activation of T-cells via the CD3 T-cell Receptor. Page 626, col. 
2, 2nd paragraph. One in the art would understand that inhibition of T-cell 
activation may lead to immunosuppression. 

> Flavonoids depressed the expression of class II histocompatibility antigens. Page 
627, col. 1, 1st paragraph. This clearly enhances immunosuppression by inhibiting 
antigen presentation to T-cells, and thus, block T-cell activation. 
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> Flavonoids Inhibit lymphocyte proliferation In response to mitogens. Inhibiting 
lymphocyte proliferation clearly promotes immunosuppressive effects. Page 627^ 
col. 1, 1st paragraph. 

> Various f lavonolds have been shown to inhibit the development of cytotoxic 
lymphocytes as well as their specific functions. Page 627, col. 2, 2nd paragraph. 

> Flavonoids Inhibited the immune response to sheep erythrocytes in vStro. Page 627, 
col. 1,3rd paragraph. 

> Various flavonoids inhibit spleen cell proliferation in response to T-cell presentation 
of a mitogen. Page 627, col. 1,3rd paragraph. 

> A unique flavonoid inhibited various mitogen-lnduced effects on various cells of the 
immune system. Page 627, col. 1,3rd paragraph. 

In view of this, it is suggested that Examiner's acknowledgement of Middleton's 
"plethora of Information about the effects of flavonoids on the immune system" (office 
action 5/222002, page 8) was not properly interpreted. 

Persons of ordinary sKill In the art could not reasonably have been expected to view 
flavonoids as counteracting Immunosuppressive condifa'on. Thus, combining Middleton and 
Harrison cannot properly be combined with N'Guyen to reject the claims. 

Examiner's interpretation of the scientific data must also be called into question 
with respect to her citing of Okada et al. 

Examiner attempts to support her position by citing work by Okada et al.. In 
Middleton, page 627, 2nd coL[5ic] (should be first column) that shows ''quercitin has t>een 
effective in regressing the spread of fibrosacroma." Office action, 5/2^2003, page 8. 
However, If the relevant text is read in Its entirety, it cleariy states that It waslhe 
fibrosarcoma cells that were treated with quercitin, not the T-Iymphocytes or the mice . 
Consistent with this is Okada's disclosure that the flavonoids-treated fibrosarcoma cells 
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were cloned out. and that quercitln apparently induced new f ibrosaiypma dona having 
different Immunological properties. Page 627, bottom of col. 1. 

Most important is that this Is a case where guerlcltln. again^'mu/ateg 
■mrnunnsuooression . However, in this experiment, the Immunosuppressive effect was due 
to the flavonoid's effects on the cancer cells themselves, and not the immune system. 
Thus, Okada also teaches the o pposite of the claimed method. It is critical to appreciate 
that Okada also directly contradicts Examiner's rationale based on combining N'Guyen and 
Harrison (discussed below). 

In the same office action. Examiner asserts that "topical quercltin has been 
effective in preventing and improving various immunosuppressive conditions associated 
with sl<ln cancer (see pp 642, 3rd-8th)." This statement has no basis in any explicit or 
implied facts in the cited text- 

> The cited text does not even discuss immune responses at all. Examiner's belief 
that all tumors grow due to immunodeficiency is not accepted in the art, and is not 
disclosed here. 

> An even cursory reading would have indicated that the proposed mechanisms 
fnr ihf^^f^ effects did not fe/ate to immunolo^ at af/ . The proposed 
explanations ranged from not knowing, to effects on enzyme systems that are 
known to activate chemical carcinogens; most notably the P-450 family. 

The misinterpretation of Middleton's summary of the art is key In maintaining the 
rejections, and is also critical In arguing in support for their withdrawal. It is respectfully 
requested that Examiner consider the foregoing remarks when evaluating the comments in 
support of withdrawing the rejections. 



in the final action, Examiner coffectly states that claims 32-53 encompass a 
cosmetic or dermatologic composition comprising glucosylrutin. Final action, section 3. 
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In response, Applicants have amended claim 31, by deleting g/ucosy/nrt/n. 
Accordingly, Suzuki does not anticipate claims 31 and dependent claim 32, 

Ex^mmsT Asserts an Undisclosed and Unsupported Scientific Theory 
to IVlqintain the Rejection 

The Examiner Indicates that the '912 explicitly discloses topical application of 
N'Guyen's compositions to protect the sWn from oxidation, and therefore anticipates the 
claims. See final action, section 7. Respectfully, this argument is not logical or technically 
sound, and therefore, is not legally sufficient to maintain the rejection. MPEP § 2144.02. 

The cited text (col. 5, lines 59-61) expressly states that topical applications of 
N'Guyen's compositions, in particular in cream form, are "intended to protect the lipids of 
the skin from oxidation,* In no way can this intended effect conceptually or medically 
linked to the claimed method of preventing immunosuppression. 

Examiner apparently assumes without evidence or sound technical reasoning, that 
oxidation of lipids in the skin results In immunosuppression. N'Guyen does not disclose 
this. Further, neither Harrison nor Mlddleton fill this gap- 

N'Guyen does not the term ''immunosuppression'' or immuno-anvthing. Thus, it 
not proper to assert N'Guyen' composition as anticipating method clajfns for treating 
immunosupporession- 

Examiner seems to assert her own theory that immunosuppression results from 
lipid oxidation. The MPEP explicitly requires that "evidentiary support for the existence and 
meaning of that theory must be provided .*' In re Grose, 201 USPQ 57 (CCPA 1979). Without 
such evidence, the basis for rejecting the claims is not supported. MPEP § 2144.02. 
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In view of the complete omission of the subject of immunosuppression by N'Guyen, 
it is not plausible that any aspect of his disclosure anticipates claims for the treatment of 
immunosuppression. 

Withdrawal of the rejections under § 102 are respectfully requested. 

Examiner Aooarentiv Relies on an Inherency Theory 

In view of the lack of support for the existence of a connection between lipid 
oxidation In the skin and Immunosuppression, Examiner may believe that topical 
application of N'Guyen's cream will Inherently prevent immunosuppression. If so, it is 
respectfully pointed out that the leg^l standard for rejecting claims on an inherency theory 
is quite clear. 

"In relying upon the theory of inherency, the examiner must provide a basis in fact 
anchor technical reasoning to reasonably support the determination that the allegedly 
inherent characteristic tiecessarily flows from the teachings of the applied prior art/' Ex 
parte Levy, 17 USPQ2d 1461, 1464 (Bd. Pat App. & Inter 1990) (Emphasis added). MPEP 
§2112. 

*To establish inherency, the extrinsic evidence 'must make clear that the 
missing descriptive matter is necessarily present in the thing described in the 
reference, and that it would be so recognized by persons of ordinary skilK Inlierency, 
however, may not be established by probabilities or possibilities. The mere fact that a 
certain thing may result from a given set of circumstances is not sufficient' " fn re 
Robertson, 169 R3d 743. 745. 49 USPQ2d 1949, 1950-51 {Fed. Cir, 1999). 
MPEP § 2112. {Emphasis added). 

It is clear that in order for N'Guyen to anticipate the claims, Examiner must supply 
evidence demonstrating that her proposed treatment with N'Guyen's cream would 
necessarily have produced an antl-lmmunosuppresslon effect. It is suggested that no such 
evidence was presented. Further, as discussed below, no such evidence was available at 
the time of Applicants' filing date. 
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Applicants respectfully point out the foregoing discussion of Middieton's article, to 
indicate that any notion that flavonoids necessarily result In innmunosuppression cannot be 
correct. 

In accordance with the foregoing remarlcs, Appiicants respectfully request 
withdrawal of all anticipation rejection over the '912 patent to N'Guyen. 

jJ^Guyen's Disclosure Does not Enable tii^ Qlaimed Method 
It is well established that a proper reference under 35 USC§§102 or 103 must be 
enabling in the sense of 35 USC § 112, paragraph 1. It is suggested that the '912 to 
N*Guyen reference Is not enabling to that extent. Pertinent is the following quote from In re 
Le Grice, 133 USPQ 365, 374 (CCPA 1962): 

The proper test of a description in a publication as a bar to a patent as the 
clause is used in section 102(b) requires a determination of whether one 
skilled In the art to which the Invention pertains could take Uie description 
of the Invention in f/ie printed publication and combine It wftfv ftfs own 
knowledge of the particular art and from this combination be put in 
possession of the inyention on which a patent is sought.'' [Emphasis added] 

35 US.C. 112 requires the specification to be enabling only to a person "skilled in 
the art to which It pertains, or with which It is most nearly connected." In general, the 
pertinent art should be defined in terms of the problem to be soh/ed rather than in terms of 
the technology area, industry, trade, etc. for which the invention is used. MPEP § 2164.06. 

Applicants respectfully point out that it is not reasonable to assert N'Guyen under 
§ 102 as inherently anticipating claims 25^1, because he does not provide any disclosure 
that would place the claimed method of treating or preventing immunosuppression in the 
public domain. Therefore, If the claimed method is interpreted in terms of the problem to 
solved, as the MPEP requires, it is clear that N'Guyen cannot reasonably be found to 
anticipate the claims. 

Applicants respsectfully request withdrawal of the anticipation rejection over 
N'Guyen's 912. 
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N'Guyen^s disclosure Is directed to finding alternatives to ascorbate as an 
antioxidant to prevent oxidation of llpid-contalning cosmetic and dermatologlcal 
formulations. In other words, he Is primarily concerned with preserving the product's 
properties during storage; i.e., to increase its shelMlfe. See N'Guyen '171, col. 1 lines 12- 
53. Among the problems disclosed are oxidation associated changes In the 
aromatic/olfactory properties {line 17) and, general preservation during storage (lines 42- 
45). N'Guyen then also discusses the potential benefits to prevent oxidation of skin lipids. 
Col. nines 54-58. 

Although N'Guyen discloses a potential benefit to the skin by preventing lipid 
oxidation, it is a grossly unjust reading of this reference and unsupported leap of logic for 
Examiner to suggest that N'Guyen '171 even remotely or impliedly discloses any benefits to 
the immune system. Final action, page 5-6^ 

Further/as discussed at length with respect to MIddleton's disclosure of the art, 
persons of ordinary skill could not read the combined references and extract the conclusion 
that N'Guyen's compositions could attenuate immunosuppression, with a reasonable 
expectation of success . 

After a brief discussion of N'Guyen's disclosure. Examiner asserts that "one of 
ordinary skill In the art would deduce that topical or cosmetic application of N'Guyen's 
compositions would provide antioxidlzing effects including protecting the lipids of the skin. 
Tftt/5. protecting Upld of the skin from oxidation and subsequent damage would Bttenuate 
Snnmunosuppression to the extent that it falls within the scope of the Instant pending 
claims." Final action, page 5, Examiner's rationale seems based more on her own theory 
of immune suppression than what is disclosed in the references. 

MIddloton deariy indicates that extrapolating from N'Guyen's disclosure that 
flavonoids may inhibit the oxidation of skin lipids, to result in the attenuating of 
immunosuppressive conditions, is to ignore the bulk of evidence to the contrary. Such a 
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connection cannot be found In any of the references including N'Quyen, Middleton anc(/or 
Han-ison, and therefore Is not a theory known m the art. 

Examiner also asserts that the only teachings lacking by N'Guyen is "an explicit 
statement about beneficial effects of flavonolds on the immune system." Final action, top 
page 6. This Is not con^ct and further mischaracterizes N'Quyen's disclosure. There is not 
even an implicit statement about the effects of topically applied flavonolds on the immune 
system. Examiner's mere belief that lipid oxidation necessarily effects the Immune system 
Is unsupported speculation that Is not within the prior art and cannot be a basis to maintain 
a rejection. 

Just as Important, the teaching!? of Middleton and Harrison cannot fill the missing 

gaps. 



A prior art reference must be considered In Its entirety. I.e., as a whole, including 
portions that would lead away from the claimed invention, W.L Gore & Associated, /nc v. 
GarfocK Inc, 220 USPQ 303 (Fed, Cir, 1983). MPEP § 2l4jL02. 

In addition^ * Werences cannot be combined where reference tea ches awav frpm 
their combinQtion .' MPEP § 2145. It is Improper to combine references where the 
references teach away from their combination. In re Grasselli, 21S USPQ 769, 779 (Fed. 
Cir. 19S3) 

Proceeding contrary to accepted wisdom Is evidence of n onbviou&ness. MPEP § 
2145. The totality of the prior art must be considered, and proceedlne contrary to accepted 
wisdom in the art is evidence of nonobviousness. In re Hedges, 783 F.2d 1038, 228 USPQ 
685 (Fed, Cir. 1986). 
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Examiner's rationale for maintaining the rejection under 1D3 seems to be that 
Harrison discloses the etiology of UV exposure to Immunosuppression, and in so doing 
supplies the vital link between N'Guyen and immunosuppression, i.e., the claimed method. 
Rnal action, page 6. Examiner further states that "Middleton is merely used to show the 
general knowledge available in the art for the benefits of topical f lavonoids in improving 
immunosuppressive conditions regardless of their etiology." Id. 

However, as discussed in detail. MIddlleton expllcittv teaches that th e major 
suggestion of the available evidence indicat e d that fiavonoids were thought to enhance 
immun5Mnpr«sion. not have antl-immu nosuporesslve effects. Middleton, page 625, col- 2, 
2nd paragraph. 

Thus, Middleton indisputably demonstrates that the conceptual state of the art as to 
the potential effects of fiavonoids on Immunesuppression was stimulatory. Therefore, 
based on Examiner's admitted reliance on Middleton, the glaimed metho j of enhancing 
ImmunosuDDression cannot reasonably be viewed as being obvious over the p rior art, Ihe 
Appiirann: have p(^f ^Ged&d contrary to accepted wisdom, thug their claimed me thod is 
evidence of nonobvfousness . MPEP § 2145. 

In addition, Examiner has asserted that -Han'lson and Middleton bridge the Implicit 
teachings of N'Guyen." This is legally incorrect in view of a fair reading of Middleton and 
N'Guyen. These references cannot ftfl combined because Middleton teacl}^ away fron^M 
combination with Harrison and N'Guve n'& Allegedly imolied tegc^^fngS■" MPEP § 2145. 

In sum, the applied references clearly teach away from their own combination, as 
well as from the claimed method. It is indisputable that Mlddleton's summary of the 
experiments demonstrating that T-cell function are adversely affected by fiavonoids, would 
not reasonably be expected to provide a motivation to combine the reference? w ith a 
reasonable expectation of success in developing ImmunpsnnnressivR compositions - 

in accordance with the Patent Office's procedural rules and guidelines, it is 
respectfully requested that the rejections under § 103 be withdrawn- 
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A terminal disclaimer and an associate power of attorney have been mailed 
separately- 



This rejection has been overcome by the foregoing amendment. 
Claim 32 no longer recites hesperldln. 

New claim 34 requires at least one cinnamic acid derivative and at least one non- 
flavonoid antl-oxidanL 



Allowance of the claims is respectfully requested. 

The Middleton reference dearly Indicates that the role of flavonoids in 
immunosuppression as applied by the Examiner is inaccurate- The overwhelming majority 
of disclosed results indicates that flavonoids are likely to act by enhancing 
Immunosuppression. Thus, Middleton teaches away from both the claims as well as the 
combination of references- 
Respectful ly Submitted, 

Norris, McLaughlin & Marcus 
220 East 42nd Street 
New York, MY 10017 
Telephone (212) eOftOTOO 
Fpg^imile (2;L2).SQS:0844 




CONCLUSIONS 




TheoASrc Gottlieb, PhD 
Reg. Nr. 42,597 
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MARK UP OF AMENDED CLAIMS 
32- O'wice Amended) A cosmetic or dermatological formulation comprising; 

a) one or more flavonoid^ selected from the group consisting of 
alpha-glucosylmyrictrin, alpha-glucosylisoquercitrininp alpha- 
glucosylquercltrln, myricetin, rhamnetin, apigeninp 
hocpor l d i n , hesperitin, morin, phloridzin, diosmin, vltexin, 
neohesperldin dihydrochalcone, flavone, gucoay l rut i n and 
genlstein; 

b) optionally one or more cinnamic acid derivatives; and 

c) optionally an antioxidant. 
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